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O20069222 ^ ^*> : 2003/11/12 

#7l*f ^^^.g- ^ «j-^{A COMPOSITION FOR ORAL 

ADMINISTRATION OF WATER-INSOLUBLE ANTI-COLD DRUG AND A PREPARATION METHOD THEREOF} 



^(JjUjLjglR til l+Ej-Vi ZL 2fl 5. o]rf. 

wlil^H M"^-^ ZL2flH*l^(S. 2a: ^1^^, 2- 2b: 

WW -Ml 

[**°1 7l^O> £ ZL ^o>^ ^2fl7l#] 

<4> ^ ig-rg^ ^H-§.-I.ol ^7>€, \+-8-^ #7l^= S^Hr ^^M^ 2^3 # ^ 

^1 ^ oi ^ai^o_n^. 7 >^H ^-^l^^^ll- ?)^171ji jh^M p>oia.S.<^m^ 
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<7> zl <q bI^^tI^S. a}-§-£]^ ^**.3.fe <S4KME<M=.^, slI^HS.^:*^ 1 ?!, ^ 
A}n];E.(diphexamide), ^^oVnl^HS-^r^rCphenylaminopropanol) , ^H^KHl 

(oxymetazoline), *>^S^^^(xylometazoline) 

<8> o]s. ^. 7 ]o^ ^^.s-o. £ = §^5. ^^m- ^-€4 ^ al^^lS. ^f-*H 

^7> *SL, «°]-g-#°l ^e^fe §-^7} ^ 5(131, 3=* Al^^o] ^ 

a}. *tfl 7 > -ir^tb ^*1 SU^. ^^^1 °1§ ^71 >$*g: Jl*^ ^^-S * 
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«> *fl» ^S. tfl^^- ^7fl^ ^fll996-7003576A(^-7ll^: 1996. 8. 31)J><Mfe- 

Pl^Affl <3^-M« 7flA^>ji tfltb^ ^-4^-^ ^ll2000-31737A^(^-7fl^: 

2000. 6. 5)4Hfe PEG-8-#2l^m cH€€#Bl€- 2.^^^^ = , 

*tiflS A>^-§>31 3L^>ol #2} «1 'd^B^-i: ^7>tb <>HlB 

^Pl^ -g-oflsl <£^^*H# 7fl^l^>ul 551^, tfltb^ ^7fl#«l *H1999-11219AJl(^71|^: 
1999.2.18)^1^1^ MS. A>-g-^-3l tilol^^l^^^, ov^^l, 

*llfl, #^ ^7H>jl ^a] ^iM-g- ^7> <3^€ 3l 

io> cfl^^- ^-7fl^ ^1997-9793AJ1 (^7fl^: 1997. 3. 27)^1^1^ ^-^H^^^l 

^lwi^i^, ^o\)^n*L ^ -Msi ji^v^i #3*1^*1 

^ ^ 80 *C ^£.5. 7>^H ^ *)l*ll» ^l^Vfe ^ 

*}JL °X^n, 7}^ iL2^* AH-iSHr ^ o)3f2.S.3&S>\ ^ 75 < C3- ^7l t^l 

4. tfltb^l^- ^7B^ >Hl998-73629A5l(^7fl^: 1998. 11. 5)<*IHfe «-eH €^#3^. 7fl 

:ll> ^71^ ^ 7l#«^: #7]°* ^tflofl ^Wl^ilS. ^#<H 

^*>7> 3711 

31-6 



1020069222 



#^ 2003/11/12 



:12> £ ^7>»£r -M^<M ^^^>ZL -§-##^ ^B^H ^^iflcfl^ ^ 

^i). vf-g-Ajo} #71^ ^HaS^^ *^ti|6.s. *f|*fls|-H: 34-. l/an°l 

^ <8^^-7l n«M pH ^3H1 4* *H3^Sr3 3*1 0 1 

*| ^^xfl ^r-lro] t^EjjL ^^*>7fl -B-XJ^t^ , S^^HJWI *\}^*}7) 

a^ *j)*HSH-°-3 cl ^^V^. Yi-M -8-«n^l^l7l 

7^ ^~g-# Sl^S* 1 }. 6 li ^7>#-g: ^-Tfl^^l* -g-«fl^| 

:14> a. t}^ s.^ ^ ^ ^ S€ Yi-g-^ ^71^ -§-*fl€ ol^^ u> 

<15> Aj. 7 ] S.^ofl tt}-^, ^oflA-lfe ( a ) \i-g-^ ^-71 ^) -§-*fliLS*ll ^7^ 
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7\t!ft? #7fl* S^Rr, \+-g-^ 38-71^ ^^^-g- ^lHSlt^ ^ # 

L6> JE^ 4^ ^-*H ^^i^ #7] ^2: ^^-S. ^l^Jl, #7^ ^ 

^ ^.^^r #7lef ^£<>1 51^3 *yol3.JL<Hlll3i ^ 

18> o-|*}6flAi 

i 9 > ^ ^ (a) ^ti^ a^^. ^71 -g-tflJia^l^l ^m«r^^H ^ 

*}?]5L, (b) <>1 -§-*JH 31^^*11 ^ 7}*fl ^HS^m^ (c) 

Tll'a^*!!^ <>1^ ^rS., W>^*Wm 50 100^1*1 <>1# 7}^}<^ 

20> (1) 

:21> ^o]H f^^^fe #7^ S.^- ^ ^fecfl , <fl« 
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d.l-^^m^^l^, ^-SHI*!^, S-M^MH-fl, "g^Ei^^, ffimss.^^^i 
12> (2) -g-^^S^lS. A}-g-£)^ ^7il^%^2JI 

23> ^ A}-§-£)*r ^7] -MJi^fe <M ^ 2:^1"^ X^SM^r ^* 

o] i^-g-Aj # 7 )c$ -g-SflA^m «?«3. A>-g-SH ^lSA] ^5L» 7>^>A^ 

A] 5\#f>}7] ^-71-g-ffl, cfl* #<H <>H#, ^^m^l *JE S--T- *V8- 7>¥*}*1 

^ 2^#6fl ^Tfl^S. Ol^ofl ^-Sfltlr ^^#1 ^fl7> ti>^*W. ZL tfli^ 

24> o) 

26> ® i&<& jEfc -2.°^ ^m^l 

igiffl S^fe ^p>7>1~^(41^^: Cremophor R (BASF) , HC0 R (Nikkol))7> 
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9> 6j|$ s.^, Be| eHMi, ^l 6 >m, Tween R , 

ICI)7> 

i> 6\]m. s-o] ( ^Bfl^s.AV 6fl^iBlls.(^#^ : Myrj)7> &t}. 

2> © #e|^l6))^ia-^^scs^€ -ir^r ^f^K^l^'- Poloxamer, Pluronic Sfe 
Lutrol) 

a> (S) ^l^-fr 

!5 > © <l<£ ^ #^^31 H^-^^fliM- 

#(^1^: Labrafil M), ^M.e^# 

37> s.<>), Sic- ^ : Imwitor)7> 

38> © iHti]^ ^1 yJ-A> ofl^s.: 

^: SpanH $14. 

40> o] ^ ^a^H^ ^^1:, l-^^l^m^-^^H-S-^^l 

4i> (4) ^ 
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2> £ ikW\ *r-8-3^r SL<£ 7fl^*^*i|£r ^ ^-^M *M*rXI -fr^ 

3> © Be)#s14^°l^: 

4> w>^-3j*>7fl-b *|*ctt}- B-Bl #5) ^s)- 0 l ^.(Medium chain fatty acid triglyceride)S- 

afl^l *l#s|*(Miglyol)3. ^1^^- fractionated coconut oilHt}, 

15> (2) 2.ir-, rl- ^ S^/^-^^l^H— ^n" 

17> ® <^7> ^1-: 

18> 8 ifl^l 20^ ^1^4 2 321 ^7> «&tr-fe^ ofi^s S^WS., 

49> © *\%$- JE^r 3.«J: 

so> #<H, *^-fr, tfl^f-fh <^-fr 9X^r. 

5i> © ^SH^*:" 

52> ojl# #<*|, i^^ffl, $X^r. 

53> © 

S 4> 4* sa*0* afe-, sa^lt ^HlBflo]H, sssfll- ^itfloiB, 

^-lOOO-S-Ssfll- ^v)HH(TPGS) ^-o] fltq.. 
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t|^*MH, E^itBlt ol&&*<>WMH, ES|€t^ S.^-f 3 

^ ^6H^ %^ 2:71 -g-^^^lS. A>-g-£l^ M^*^. 31 

^%^*ll ^ i« *M 1 : 0.5 ~ 20 : 0.5 - 10 : 0.04 - 1^ vi\ 

-£3. *>-§-^ *r 9X^, «>^^>flfe 1 : 2 - 10 : 1 ~ 5 : 0.04 ~ 0.5^1 «1S A>-g-% <^ 

^ ^^o. 7l ^o.s. 1 : 0.5 ~ 10 : 0.04 - 1$ «]*3. *r . 

7fl.fe 1 : 1 ~ 5 : 0.04 ~ 0.5^ «13. *ll2:€*r 

*1 500 nm, 300nm ^) 400 nm^l *14<S*>» H* "H^W* 

^#30) ^ofl rcj-sl- ^^€3. *ll*§3HL *r 9X^r- °1* 
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^oflAi ^7l#(<*) S^r *7l AVM-te ^l^m, **| £ ^<Mfe 

o]aV i d ^EA> uj-;e#.g: A>-§-^}^- #fr ^JL5L <>1# ^l^lfe -n-M^ 

fj-ju*. ^iS^, ^3^, **3.a #341), *^*fl(°fl: 4* 

* ^ «a ^/S£^ *M **l £.2^1 « 714 *UL3JLJL ^ 7 > s ^ 

62> -a-s. #7l<^ ^3°J ^-<^oj2. l<a 1$ SE^ ^rW^ &4 

4. 



: 6 5> ^ tH^Gllg/^H) 

:66> o]«-HS.^l 200 

:68> ^ SlX\ 6\) ^ ^-40-^3^- 3^P>7>>-^ 100 

; 69> (Cremophor RH40) [BASF] 

^o> L-44NF [BASF] 200 

<7i> m-a 20 [ICI] 200 
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> HS^i #2H€" 2.^>H€^I°1S [NIKKOL] 50 



»5> j§ tHKmg/*Ml) 

78> l-el^Al ^1^^1-40-^21- sK*Hr 350 
79> (Cremophor RH40) [BASF] 

80 > L-44NF [BASF] 200 



si> HS-l^S ^^^l^ S-^VH^efl^lH [NIKKOL] 50 
«4> ^ ^(mg/>l]^l) 
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S5> o|a.H^| 200 

so (°fllb8: 500) 

st> 5^-ti.5}# [GATTEFOSSE] 100 

«8> h-£L 20 [ICI] 250 



«9> #eH€- S.^>H€^1°1H [NIKKOL] 70 



32> ^ ^ ^(mg/^l) 

:93> O] 200 

34> (aflehl: 500) 

:95> ^ ^-40-^3?- 350 

«6> (Creraophor RH40)[BASF] 

:97> H€ 20 [ICI] 200 

:98> ^el-fe-slHH [NIKKOL] 50 



LOO ^aH] 5: ^^^-t^5] 
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101> 



102> 



103> 



104> 



105> 



106> 



e^«-H^# [GATTEFOSSE] 



*q L-44NF [BASF] 



[ICI] 



S€ 20 



W(mg/*M) 
200 
500) 
100 
300 
100 



107> 



^3.^31 #BM-i- Sii^>H€^l 0 lB [NIKKOL] 



50 



109> ^a]c4| 6: pMH-S-ofl 1 ^ ^ <&Q®^]si\ 



ui> o]^h S ^i 200 

112> (^m^r 500) 

L13> #^AH ^-40-^4^ SK*K}- 200 

im> (Cremophor RH40) 

U5> L-44NF 150 

H6> B-S 20 150 

Li7> HSfi ^eH# H.2t7l-=^^]olB. 50 
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20> 




^(mg/*Ml) 


21> 




325 


22> 




1500) 


23> 


S^HlH^l #eH§ 400 


300 


24> 


^ 20 


40 


25> 


#Bl«l^^l-el^ k-30 


100 


J6> 




20 


!7> 




15 



i> aMlHaMic^ 325 

nm* i5oo) 

J> ^sHli^ 400 130 

> ^J^ltr 35 
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i35> k-30 230 

t36> HBl<>Ml€ 35 



39> ^ ^ ^Kmg/*ll*il) 

40> fHlH^^li^^O 325 

41> (^m^: 1500) 

42> t-iiH^ #eM# 400 140 

43> B}-tL5}-# 30 

44> k-30 225 

45> • ^ol^. Si^T-i^ellolH 30 

l8> ^ & ^(mg/^Ml) 

19> <5H]B^nl^^l 325 

50> HM* 1500) 

31-18 



120069222 



#3 2003/11/12 



151> 
L52> 
153> 
154> 



^H€3! #^°]# 400 



^ L-44NF 



■S^wl^sll-^^- K-30 



150 
30 

240 
20 



57> ^ ^(mg/^MD 

•58> d-^5ll ^1^>#S. S 2fl u| 2}-*} 2 

■59> iMT^^iHS^SS^ 15 

60> <§aj- HB]pfl£flt 2 

6i> «a> ti?}^ 20 

62> ^K^Hl^l 75 

63> 400) 

64> 3-±&& #&)xilEj-o]= 180 

65> (Capmul MCM ) 

66> 35)l2.3£c^ RH40 220 

67> ofllg Hl^BflolH 20 

68> nlfe]A 812 [Huls AM.] 30 
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i> ^ £ ^-^(mg/^1^) 

2> ^l^V^S. = 51] ^ ^ ' 2 

3> ^sH^^^— HS^lS^-^ 15 

•4> msHS.^ 2 

'5> 2ti7HgL 20 

'6> ^H^IMI^L 75 

78> 3. 31 2.3^ RH 40 250 

79> B^«.3V# 150 

bo> ^-bH€- 2-^>^€^l°lH 30 



82> -gAH 13: *Ha5.o11^ ~ ^^^l^ ^12: 

83> ^ W(mg/*IW 
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-85> yf^i^^l iBSl£2^ 15 

.86> <gA> HBlpflS.^^- 2 

-87> «^A> i^?]-^ 20 

.88> ^Hsfli^KO 75 

.89> 400) 

90> H-S 20 250 

•9i> e)-y.B^^- 150 

92> #51^11^1 ^eM-I- 30 



95> £ ^Kmg/;«) 

96> d-^efl ^1^V#^ ^ ef- 1 ?! 2 

97> tL-g-sH^^^l ^SSdHS. 15 

98> He]i£?lt 2 

99> <gA]. i^?}-^ 20 

oo> T^H^N-id 75 

oi> 400) 

02> S-i^&tq ^sHl^M^- 180 
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( Capmul MCM ) [Abitec] 
> 3.5)12.5L°1 RH40 

©> -§-#^1^^-^] : Erweka DT 80 

lo> : pH 1.2, ^ pH 6.8, 900 ml 

u> ^5. : 37d0.5lC 

12> Sl^^S- • 50 £ rpm 

13> ^HMISWa : 5, 10, 15, 30, 45, 60* 

14> : 3.S.^\S.^^ 

15> Q ^ - Inertsil 0DS2 (150 mm>4.6 mm) 

:16> 6\2g.# - 6}^£t)Il : 1% «5L<>H13HH(pH 3.0)=(65:35) 

!17> - 20 ^ 

}18> -ft- 4r - 1.0 m£/* 
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220 
50 
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> 3#7l - UV 254 nm-g-t^l^^l : Erweka DT 80 

> zl S 2a ^ 2b4 

5L 2a « 2b4H JL*<»1. * **** ^ *** 

2a: ^2b: #) 

2> Al^^l 2: pVol ^g.^^^ jfcM ^1- £^ 

t4> a1« ^|^H 0.1 g^r lOmHl * <3*}^7l(Shimadzu, SALD-2001 

model, Japan)5L ^4* H 311 

*> 5. 34H jt*«>i « pHas4|*a ^-§-^^ **** 

270 vfl^l 500 nm^ ***** 'M^Wl ^ 

26> ai-smi 3: ^ M^au 

2?> 4/.H i 4H 4** *4» ^ -§-^4 ^^^1 34*43 -fH» ^*> 7 1 

28> ^ Z}- J* 0.1 g# **KS ^ 10 ml< ^ **** 

!29 > (oi^ ^ : 4 goOmH NaCl 2g, HC1 7ml» pH 1.2S *. «7>*M 1 I 7> 



31-23 




520069222 2003/11/12 

> : 0.2mol/L KH 2 P0 4 250ml^- 0.2mol/L NaOH 118ml* pH 6.8S S^^r 

> IS 11 









| i 







i> : +, ^^tfl : ++, : - ) 

4> Al^c-fl 4: Bla^^ a]^ 

i5 > « 444 abAWl fl«B. *iH<?l 1^ ^ *1 

afls^r #^1^ ^1^1^ a}-§-*W ^^l^V^^- 

}6 > . ^^-^ 250g, 14-15 *W 3 

^ ah ^V-B-l-Tfl ^ *r 51711 *V^^. 

37 > ^IHofl a!« *H Sl*r tfls 44* 4* 1 kg^ o^HSSiLSAi 20 mg tfl**S. 

a *?*<q* 7lnHi ©1**M #4 « *°^5M. * 15 ' 30 ' 

45, 60 «■ « 2, 3, 4, 6 334.3 Bflofl z*z}- 
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> m# 200 j*f WM-M 200 Me(«s.*^« 10 /«/■£ -M) * 200 

#j*H 0.22 ^4tb * HPLCt- °l-8-*H 4^4 £°1 ^^S^- 

?> Inertsil 0DS2(4.6>250 mm, 5 jum) 

> ol^: o.lM 65% ^^^Hf ^-g-^(pH 6.2) 

i> ^-%-^- 20 id 

2> -fr^: 1.0 me/^- 

3> Q%\ 222 nm 

4> zl 5 2 ^ H 11 M-Bl-xfl^tf. 

=5> {S. 2] 





AUC (ng-hrM) 
2017. 7 £41. 4 


22.4:12.4 


W W) 

15.0J0.0 


*JA|C|| 1 

AUC: 3\^g- 2< 
C^: 3 31 ***3 

T(Dax : si a 


2878.4dl300.1 


34.2dl7.6 


22.5:6.1 



H. 2^1 AUC £ 14H ^ ^Wl^M 

41^3 ^ >nx|7> tfla *il*H *l*fl pH *LsHl **** M-iMfe 

^ a^^ji^, £ pMaa.^!^ ^ 
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4 ^3 «Ol Ajg^lfl 4K**°1 tt ^ 



31-26 




#^ 2003/11/12 



i] 

(a) ^7]^ *7«^*HJ*W ^1. (b) °1 -& 6J H1 

*ll T^Hr ^7^1 » if"^, ^T 1 ^* "H=L3>I|^ ^ 

13 t 1 ^ 2] 

V*-M ^-71^ ^HIH^M^, S-^1^3ffl, Hf^i4^iBSi|£ 

tifl^^l^:, ^^sflsl^, <*>£#3.sll^€, fc^afc-MS^I^a, *l€^^^5El^, d,l- 
<S<M*4M=L«, ^AVofl^]^, ^^'M^. ^l^£Stl:^J ^ 

31 

**na*<s*ii7> loor ©i*w 42*1 *i-a^7i ^71-s-Bfloi 

4] 
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^sh]^- ^]yj-A> o)l^} a ^sj^-, .SL^H^-g: ^1^^ ^7> <£ 

[^^t 5] 

*l] 1 ^1 SH^i, 

\+-§-^ #7l*}= Tfl^^l ^ 7l^o.S. «H 1 : 0.5 ~ 

20 : 0.5 ~ 10 : 0.04 ~ 1^ H9^ . 

6] 

*m ^ ^l^sii, \+-s-^ ^-71^= aiwa 
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13 ^ 9] 

*i|7^°fl 9X^, 

Vj-g-^ # 7l o}= ^ Tflgfl^ « *** 71^5- *M 1 : 0.5 ~ 10 : 0.04 ~ 

[^^8- 101 

--g-oj}^ sg^- ^$ 270 500 nm^ ^*Hr "M^W *<M * 
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0 80 120 180 240 300 390 

Ml} (g) 



[S. 2a] 



oi^hs^ u|ja g# 
(«§ A|g *g 2g Bj§, 50rpm. pH 1.2 Buffer) 



100 - 




2b] 



oi^-ss.^! w|ja A|ti 
*\m *n 2ei me, Borpm, d.w.) 



100 
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[H 3] 



R Inde 


x-1.70-0.20f 


Median D i 


0.339 


Mean V : 


0.342 


10.0X0 : 


0.268 


8 Level 


: 0 






Wodal D : 


0.35S 


Std Dev : 


0.070 


50.0*0 : 


0.339 


0 Funo 


.•None 














G0.O%0 : 


0,437 


0 Shift 


: 0 



Q 0 (%) 



q 0 <*> 
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